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We, SociETE Des Usines Chimiques 
Rhone-Poulenc, a French body corporate of 
21 rue Jean-Goujon, Paris, France, do hereby 
declare the invention for which we pray that 
a patent may be granted to us, and the method 
by which it is to be performed, to be par- 
ticularly described in and by the following 
statement: — 

This invention relates to indole derivatives, 
processes for their preparation and pharma- 
ceutical compositions containing them. 

The indole derivatives of the present inven- 
tion are those of the formula: 



verted into the more active diastercoisomers 
by treatment with a solution of hydrogen 
chloride in an alcohol of formula ROH (where 
R is as hereinbefore defined) at between 20° 
and 50° ,C. The alcohol used in this conver- 
sion should be one in which the alkyl group 
R is the same as the alkyl group R of the 
ether being treated. 

The preferred compounds of the invention 
are the diastereoisomer of (3-indolyl)(2-piper- 
idyl)methoxymethane which melts at about 
157° C. and its acid addition salts. 

According to a feature of the invention the 
aforesaid new indole derivatives are prepared 
by a process which comprises etherifying the 
compound: 
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(where R represents an alkyl group containing 
1 to 5 carbon atoms) and their acid addition 
salts. Since these compoimds contain two 
asymmetric carbon atoms they may exist in 
two diastereoisomeric forms, each of these 
forms being a mixture of enantiomorphs. The 
syntheses described below in general give 
a mixture of diastereoisomers which can be 
separated by conventional methods; a single 
pure diastereoisomer is usually obtainable by 
recrystallisation of the mixture from a suitable 
solvent. 

The indole derivatives of the invention are 
particularly potent diuretics. They also have 
the advantage of not affecting unfavourably 
the sodium/potassium balance in the organ- 
ism. The various isomeric forms differ in 
degree of activity, though all possess useful 
diuredc properties. The more active diastereo- 
isomers are those of higher melting point, 
obtainable by carrying out the etherification 
process described below at about 50® C. The 
other less active diastercoisomers may be con- 
[Price 3s. 6d.\ 
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with an alcohol ROH (where R is as herein- 
before defined). Preferably the compound of 
formula II is reacted with the alcohol of for- 
mula ROH in the presence of hydrogen 
chloride previously dissolved in the said alco- 
hol If the reaction is carried out at about 
50° C. or at below 5° C. a predominating 
proportion of the one or the other diastereo- 
isomer is obtained. As already stated, the di- 
astereoisomers formed at about 50° C. have 
greater diuretic activity than those formed at 
below 5° C. 

According to a further feature of the inven- 
tion the indole derivatives of general formula 
I are prepared by reducing with hydrogen in 
the presence of Adams' platintmi and in an 
alcoholic or aqueous alcoholic medium, where 
the alcohol is of formula ROH (where R is as 
hereinbefore defined), a compound of formula; 
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-TrHnp '^^P''^5«'?« a >C0, >CHOH, or 
^fineS ^ " hereinbefore 

5 ft rno2" « ' eduction may be carried out 
3 at room temperature and atmospheric pres- 
sure, but preferably pressures above amo- 
spnenc and below 100 kg./cm^ are used. 
Ihe acid addition salts of the compounds 
10 tl^'f"' fonnula I may be obtained from 
fnt ^""P^^'l'Pg bases by known method^ 
salts! °^ ''^"^ ^° acid addition 

^ The expression "known methods" as used 
15 i?,- ' specification and in the appended 
jfeans methods heretofore Ssed or 
^t^^'^ J" chemical literature, 
are useS Sr ^^P^^^^s of general formula I 
are used for therapeutic purposes in the form 

20 that on y those such salts should in practice 

tite^?^"^ that are re a! 

tively mnocuous to the animal organism when 
used m therapeutic doses so that Ae benefida^ 
25 Phy«°logical properties inhereSt "n the 
E "°™P°™'' not vitiated by side! 
v^rH, ^^'''^"e to those anions; in othir 
'^^■^°":f?? '^'ts are contemplated 
sa'« include hydro- 
30 Jhir^ ^^^'"P'^ hydrochlorides), phos- 

f^r«' •J!!''^'"' sulphates, maleatei fum- 

^d^eVard^fpSSs'"^^^- 
invIJtW°"°""^ ^'"P^" "^"^*«te the 
Example I 
3-Picolylindole hydrochloride (50 is 
dissolved in methanol (1,150 cc.) ?nd llS 
^ CC.;. itiQ solution obtained is hvdro 

40 S'ln 1^ "'^""^ P^^^^ and'teiSS al 
40 ture in the presence of Adams' olarim.m 

the mte?e!?''lni V' «^P?'««d by filtration and 

prL^re m r^i! ?? ^ ■^V'"^ "^^^ ^^^uced 
pressure (15 mm. Hg.). The residue (52 ;<> 

dissolved in distilled water (300 cc ) V ihe 

Pfesence of anaesthetic ether (250 ccTanH 

is made^ alJaline' 

sTtL cSonate"** ""^'^ Whydrous potas- 



of The Irh. by evaporation 

boi?nl t^h I °" ^ ^^«er-bath is treated with 
?enS,n?^ ^^K-^'^ After cooling, 

separation, washmg with ethyl acetate (3 x 

obtaSd'°^,'''-°.1'y'"S there is 

mefh^n^ niK' '''^''W - piperidyl)methoxy- 
methane (24.5 g.), melting at 146—147° C 

Sm m^fh„? \ ?","'^^'* recrystallisation 
15^^57'S^C ^"^y^ '^"""^ 2"'' then melts at 

The hydrochloride of 3-picolylindole, which 
action of a solution of hydrochloric acid in 
eA^ketTne dissolved in methyl 

an- , .. . EXAMPI-E II 
3-Picolylmdole hydrochloride (420 g.) is 
S^^— .."L^ °f methanol (9.65 1.) 

oS^iid "'^ T^' ^^-^^^ The solution 
obtemed IS hydrogenated at ordinary pressure 

pktiiS^rsT"? '?T^' P^"^°^^ of Yarns' 
atSTni'of itu'Jj'"^^"^"^" ^°™P'- 

Z Z2^ ^"m '''^ '^^trate is concentrated 
wat^f^ 5 1?^ '"L'*"? treated with 
m!!.f anaesthetic etiier (2 1.) and 

as it is fol.H '° the ether 

^fniJ °. u^'^- T''^ ethereal solution is de- 

etner (500 cc). The ethereal solutions are 

ZTJZf ^ « room 

perature. Crystals form and are separated 

vacuo. There is obtained a product (65 
which melts at 204—205° C. After re^tli- 
hsaaon from a 70% aqueous solution^050 
?^;> °l"''P'°P^nol, there is obtained (3- 
indoIyI)(2-piperidyl)meihanol (47.4 g.), which 
melts at 213 — 214° C. wnicn 

of TJ^^^S^Ih'?^ obtained by filtration 

Ptecedmg crude product is dried over 
anhydrous potassium carbonate and after 
evaporation tiiere remains an oily residue (304 
f;\ A '^th hot etiiyl acetate (900 

fenar,^i" cooling, crystals form which are 
separated washed with ethyl acetate (150 cc. 
in 3 lots) and then dried m vacuo. There is 
obtained a product (140 g.) melting at 150- 
ithl. recrystallisation from mediyl 

etiiyl ketone, passage over a column of alumina 
hW;.° '° u^y' ^"tate, tiien final crystal- : 
isation from die same solvent, diere is ob- ' 

Se"t^L?«,"jWf? - Pipen-dyDmethox?- 
methane (82 g.), melting at 156— 1570 c 

By concentration of die ethyl acetate fil- 
trates tiiere is isolated a crystaUine mixture 1 
melting at 125-128° C. whkh contli,!^ 3!?2! 

r2^^nS^?'n*^'l^''°'^ ^{^%^ ^"'i (3-indolJl)- 
U-pipendyl)metiioxymethane (30°/) The% 
(2-piperidylmediyl)indole is separated as the" 
picrate m acetone; this picrate melts at 220° l' 
U After treamient with lidiium hydroxide 
and recrystaUisation from ediyl acetate there 
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is isolated 3-(2-pipcridylmethyl)indole (34 g.) 
melting at 159° C. r u 

By evaporation of the acetone from the 
mother liquors of the crystallisation of the 
5 picrate, treatment of the residue with lithium 
hydroxide and recrystallisation, there is iso- 
lated crude (3-indolyl)(2-piperidyl)methoxy- 
methane (28 g.), m.p. 150° C, which is puri- 
fied by passage over alumina. 
10 Example III 

(3-IndolylX2-piperidyl)methanol (11.5 g.), 
m p 213—214° C, is treated with anhydrous 
methanol (150 cc) and an ediereal solution 
(15 cc.) containing 4 moles of hydrogen 
15 chloride per litre (4N ethereal hydrogen 
chloride). The solution obtained is heated 
under reflux for 30 minutes on a boiling water 
bath and neutralised to pH 6—7 with diethyl- 
amine and the solvents are evaporated. The 
20 residue is treated with water (100 cc), 5N 
sodium hydroxide (25 cc.) and anaesthetic 
ether (100 cc). The ether is decanted and the 
aqueous solution is washed with ether (50 cc). 
The ethereal solutions are combined and dried 
25 over anhydrous potassium carbonate. The 
ether is evaporated and the residue (13 g.) is 
treated with ethyl acetate (45 cc) under re- 
flux. After cooling, crystals form which are 
separated and washed with ethyl acetate (10 
30 cc). There is obtained after drying in vacuo 
crude (3 -indolyl)(2-piperidyl)methoxymethane 
(2.85 g.), m.p. 144° C. 

The filtrate is concentrated, treated with 
anhydrous methanol (115 cc) and 4N ethereal 
35 hydrogen chloride (11.5 cc). After 30 minutes 
under reflux and treating as above there is 
isolated a crude product (1.90 g,), melting at 
143° C. ^ , 

By a third treatment of the residue of the 
40 preceding treatment with anhydrous methanol 
(90 cc) and 4N ethereal hydrogen chloride 
(9 cc) there is isolated a crude product (1.52 
g.) melting at 143° C. 

By a fourth treatment of the residue with 
45 anhydrous methanol (60 cc) and 4N ethereal 
hydrogen chloride (6 cc), there is isolated a 
crude product (0.67 g.), melting at 143° C. 

In all there are isolated 6.94 g. of the crude 
product. After recrystallisation from methyl 
50 ethyl ketone and passage over alumina of a 
<;olution of the product in ethyl acetate, there 
is obtained pure (3-indolyn(2-oiperidyl)meth- 
oxymethane, m.p. 156 — 157° C. 

Example IV 
55 (3-Indolyl)(2-pyridyl)methanol (4.48 g.) is 
dissolved in anhydrous methanol (100 cc) and 
the solution is brought to pH 2 by the addition 
of a 9N solution of hydrogen chloride in meth- 
anol. The solution is left for 30 minutes at 
60 room temperature and is then hydrogenated 
in the presence of Adams* platinum at ordi- 
nary pressure and temperature. The hydro- 
genation is complete in 2 hours. ^ 
The catalvst is filtered off and washed with 
65 methanol (20 cc). The solvents are evaporated 



on a boiling water bath. The residue is treated 
with water (100 cc), 5N sodium hydroxide 
(10 cc.) and ether (100 cc). The ethereal 
solutions are combined, dried over a^ydrous 
potassium carbonate and evaporated. The oily /O 
residue (4.8 g.) is treated with hot ethyl 
acetate (15 cc) and, on cooling, crystals are 
formed which are separated, washed witii 
ethyl acetate (4 cc) and dried m vacuo. There 
is obtained crude (3-indolyl)(2.pipendyl)- 75 
methoxymetiiane (2.1 g.), m.p. 150° C. The 
product, when purified by passage of a solu- 
tion of the product in ethyl acetate over 
alumina and re-crystallisation from the same 
solvent, melts at 156—157° C. ™ 
Example V 
(3 - Indolyl)(2 - pyridyl)methoKymetiiane 
(5 g.) is treated with anhydrous methanol (50 
cc) and with a solution of hydrogen chloride 
in methanol containing 8.3 moles of hydrogen 85 
chloride per litre of solution so that the pH of 
the reaction medium is 1 — 2 (estimated with 
indicating paper). The solution obtained is in- 
troduced into a 250 cc autoclave with Adams 
platinum (0.9 g.). It is hydrogenated at room 90 
temperature, under an initial hydrogen pres- 
sure of 50 kg/cm^ The pressure falls to 43 
kg/cm* in 10 minutes and does not vary for 
tile next 15 minutes. The catalyst is then fil- 
tered off, the methanol is evaporated tn 'Aacuo 95 
and the residue is treated with water (20 cc), 
ether (50 cc.) and concentrated sodium 
hydroxide (d=1.33, 5 cc). The etiier^l 
solution is decanted, washed with water (20 
cc) and dried over anhydrous potassium lOU 
carbonate. After evaporation of the ether, the 
semi-crystaUine residue (4.6 g.) is treated 
with boiling ethyl acetate (20 cc). 

On cooling at 0° C. for 5 hours copions 
crystallisation occurs. The crystals are separ- 105 
ated, washed and dried and there is obtained 
(3-indolyl)(2-piperidyl)methoxymethane (3,3 
g.), m.p. 154° C. The product is purified by 
recrystallisation from methyl ethyl ketone and 
tiien melts at 157° C. ^ .HO 

(3 - Indolyl)(2 - pyridyl)methoxymethane is 
prepared by the action of methanolic hydrogen 
chloride on cold (3-indolyl)(2.pyridyl)metii- 
anol. The product, purified by crystallisation 
from ethyl acetate, melts at 126° C. 115 
Example VI 
(3 - Indolyl)(2 - pyridyl)methanol (128 g.) 
with one molecule of methanol of crystallisa- 
tion is treated with anhydrous methanol (1300 
cc.) and with a solution of hydrogen chloride 120 
in methanol (7.4 mol. of hydrogen chloride 
per litre of solution) in sufficient quantity for 
the pH of the reaction medium to be 1 — 2 
(estimated with indicating paper). The solu- 
tion obtained is treated with charcoal, filtered 
and left for one hour at room temperamre. It 
is then hydrogenated in a 5 litre autoclave, in 
the presence of Adams' platinum (23 g.) at 
room temperature under an initial hydrogen 
pressure of 50 kg/cm% Th^ pressure faUs to 130 
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40 kg/cm^ in five minutes. The reaction is 
left to continue for another 15 minutes with- 
out change of pressure. The catalyst is then 
filtered off and the pale yellow solution ob- 

5 tained is evaporated in vacuo. The residue is 
treated with water (150 cc), chloroform 
(350 cc.) and concentrated sodium hydroxide 
solution (d = 1.33, 60 cc). The chloroform 
layer is decanted and washed with water (2 

10 X 100 cc). After evaporation of the chloro- 
form, the oily residue (170 g.) is dissolved in 
boiling ethyl acetate (450 cc). On cooling at 
0° C. for 3 hours copious crystallisation 
occurs. The crystals are separated and washed 

15 with ethyl acetate (3 x 25 cc). After drying 
there is obtained a product (98.8 g.), m.p. 
154° C. The product is purified by recrystal- 
lisation from methyl ethyl ketone (280 cc.) and 
there is thus obtained (3-indolyl)(2-piperidyl)- 

20 methoxymethane (83.5 g.), m.p. 157° C. 

Example VII 
(3 - Indolyl)C2 - piperidyl)methanol (10. g.), 
m.p. 214° C, IS added in small portions over 
20 minutes to a mixture containing anhydrous 

25 methanol (110 cc) and ethereal hydrogen 
chloride (6 cc) (containing 5.4 mol. of hydro- 
gen chloride per litre of solution) maintained 
at 4° C. The solution obtained is agitated for 

1 hour at 2° C. and then neutralised with pure 
30 diethylamine. The solvents are evaporated in 

vacuo and the residue is treated with water 
(100 cc), ether (100 cc.) and 5N sodium 
hydroxide (10 cc). The ethereal solution is 
decanted, dried over anhydrous potassium 
35 carbonate and evaporated. 

The oily residue (10.1 g.) is dissolved in a 
mixture (500 cc) of 1 volume of benzene and 

2 volumes of c-yc/t>hexane. The solution ob- 
tained is chromatographed over a column of 

40 alumina (150 g.) of 2.7 cm. diameter. It is 
eluted with the preceding mixture (2 litres) 
and then with a mixture of 1 volume of ben- 
zene to 1 volume of cyclohexsine. 

The eluates are combined and evaporated. 

45 The oily residue (4.1 g.) is dissolved in eth- 
anol (10 cc) treated with a solution of fum- 
aric acid (0.975 g.) in boiling ethanol (15 cc). 
A neutral fumarate crystallises while hot. After 
cooling for 2 hours at 0° C. the crystals are 

50 separated, washed with ethanol and dried. 
There is obtained the neutral fumarate of (3- 
lndolylX2-piperidyl)methoxymethane (4 g.), 
m.p. 255° C, diastereoisomeric with the pro- 
' duct described in the previous Examples, the 

55 neutral fumarate of which melts at 246° C. 
Example VIII 
Anhydrous ethanol (285 cc) is added to 
(3 - indolyl)(2 - piperidyl)methanol (22 g.)j 
m.p. 214° C. The product remains in suspen- 

60 sion on agitation. There is added dropwise 
ethanolic hydrogen chloride (containing about 
6 mol. of hydrogen chloride per litre of solu- 
tion) until the pH of the reaction medium is 
about 1 — 2 (estimated with indicating paper). 

65 The anainoalcohol in suspension dissolves and 



there is obtained a pale pink solution. The re- 
action products are heated at 40° C. on a 
water bath for 30 minutes. The solution ob- 
tained is then neutralised with an excess of 
pure diethylamine and the ethanol is evap- 7f 
orated hi vcxtto. The residue is treated with 
water (100 cc), and ether (100 cc.) and there 
is added an excess of concentrated sodium 
hydroxide so that the aqueous solution is at 
pH 14. The aqueous layer is decanted and 7" 
again extracted with ether (50 cc). The ethe- 
real solutions are combined and dried over 
anhydrous potassium carbonate and evap- 
orated. 

The oily residue (26 g.) is dissolved in iso^ 8' 
propyl ether (150 cc). On cooling at 0° C. 
for 18 hours a product crystallises. The 
crystals are separated and washed with iso- 
propyl ether (3 x 10 cc). After drying in 
vacuo there is obtained a product (14.8 g.), 8 
m.p. 157— 158° C. 

There is obtained by recrystallisation from 
ethyl acetate (60 cc) (3-indolyl)(2-piperidyl)- 
ethoxymethane (11.5 g.), m.p. 160 — 161° C. 

EXAMPLE IX ? 
(3 -Indolyl)(2-piperidyl)methanol (11.5 g.)> 
m.p. 214° C, is treated with propanol (150 
cc) and ethereal hydrogen chloride (11.5 cc), 
containing 5.4 mol, of hydrogen chloride per 
litre of solution. The yellow solution obtained c 
is left for 30 minutes at room temperature, 
then neutralised with pure diethylamine and 
the propnnol is evaporated in vacuo. The resi- 
due is treated with water (100 cc), ether (100 
cc.) and 5N sodium hydroxide (10 cc). The 1 
aqueous layer is decanted and extracted again 
with ether (50 cc). The ethereal solutions are 
combined and dried over anhydrous potassium 
carbonate. The ether is evaporated on a water- 
bath and the residue (13.5 g.) is treated with 1 
boiling ethyl acetate (40 cc). On cooling at 
0° C. for 3 hours, copious crystallisation 
occurs. The crystals are separated, washed and 
dried. There is obtained crude (3-indolyl)(2- 
piperidyl)propoxymethane (7.5 g.), m.p. 149 1 
—150° C. 

This product, purified by recrystallisation 
from ethyl acetate, melts at 150° C. 
Example X 

(3 - Indolyl)(2 - piperidyl)methanol (10 g.), 1 
m.p. 214° C., is treated with £5opropanol (30 
cc) and ethereal hydrogen chloride (11.5 cc.) 
containing 4 mol. of hydrogen chloride per 
litre of solution. The yellow solution obtained 
is left for 1 hour at room temperature, then 1 
neutralised with pure diethylamine. The ho- 
propanol is evaporated in vacuo and the resi- 
due is treated with water (100 cc), ether (100 
cc.) and 5N sodium hvdroxide (10 cc). The 
aqueous solution is decanted and extracted 1' 
again with ether (50 cc). The ethereal solu- 
tions are combined and dried over anhydrous 
potassium carbonate. The ether is evaporated 
and the residue (13 r.) is treated with boiling 
ethyl acetate (56 cc). There remains a small 1 
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amount of insoluble matter which is filtered 
off while hot and the filtrate is concenttated 
to 30 cc. On cooling overnight at o v.., 
copious crystallisation occurs. The crystals 
are separated, washed and dried. There is then 
obtained a product (7.8 g.) which melts at 
164° C By recrystallisation from metnyi 
ethyl ketone (26 cc), there is obtained pure 
(3 - indolyl)(2 - piperidyl)i'5(?propoxymethane 
(4 g.), melting at 169—170° C. 

Example XI 
(3 - Indolyl)(2 - piperidyl)methanol (8 gO> 
m.p. 214° C, is treated with butanol (100 
cc.) and ethereal hydrogen chloride (8 cc), 
containing 5.4 moL of hydrogen chloride per 
litre of solution. The yeUow solution obtamed 
is left for 30 minutes at room temperature, 
then neutralised with pure diethylamme. The 
butanol is evaporated in vacua and the residue 
is treated with water (100 cc), ether (100 
cc) and 5N sodium hydroxide (10 cc). The 
ethereal solution is decanted and dried rapiimy 
over anhydrous potassium carbonate. 'I ne 
ether is evaporated and the residue (11 
crystallises. It is then treated with boiling 
ethyl acetate (50 cc). On coolmg for 2 days 
at 0° C. copious crystallisation occurs, inc 
crystals are separated, washed and dried. 
There is obtained a product (7.4 g.), melting 

3^ 153 1590 c. By recrystallisauon irom 

ethyl acetate (50 cc), there is obtained pure 
(3 - indolyl)(2 - piperidyl)butoxymethane (6.3 

g.)^.p. 159^^ invention further includes 
within its scope pharmaceutical compositions 
which comprise one or more compounds ot 
general formula I or their acid addition salts 
as aforesaid together with a significant amount 
of a pharmaceutical carrier. The mvenuon in- 
cludes especially such compositions made up 
for oral or parenteral administration. In cUni- 
cal practice the compounds of the pr^ent in- 
vention wiU normally be administered oraUy 
so that compositions suitable for oral admin- 
istration are preferred. , , . . 

Solid compositions for oral admmistration 
include compressed tablets, piUs, dispersible 
nowders, and -granules. In such solid compo- 
sitions one or more of the active compounds 
of general formula I is or are admixed with 
at least one inert diluent such as calcium car- 
bonate, potato starch, alginic acid, or lactose. 
The compositions may also comprise, as is 
normal practice, additional substances other 
than inert dUuents, e.g. lubricatmg agents, 
such as magnesium stearate. ^ . . 

Liquid compositions for oral admmistration 
include pharmaceuticaUy acceptable emulsions, 
solutions, suspensions, syrups and elmrs con- 
taining inert diluents commonly ]ised in tiie 
art such as water and liqmd paraffin. Besides 
Inert diluents such compositions may also 
comprise adjuvants, such as wetting and sus- 
pending agents, and sweetemng and flavour- 
65 ing agents. 



The compositions according to the i^^y^^" 
tion, for oral adminisuation, also mclude 
capsules of absorbable material such as geiatm 
containing one or more of the acuve sub- 
stances of general formula I with or without 
the addition of diluents or excipients. 

Preparations according to the invention tor 
parenteral administration include stenle 
aqueous or non-aqueous solutions, suspen- 
sions, or emulsions. Examples of non-aqueous 
solvents or suspending media are propylene 
glycol, polyethylene glycol, vegetable oils such 
Is olive oil, and injectable organic esters such 
as ethyl oleate. These compositions may also 
contain adjuvants such as wetnng, emulsify- 
ing and dispersing agents. They may be 
sterilised by, for example, filtration through 
a bacteria-retainmg filter, by incorporation m 
the compositions of sterilising agents, by irra- 
diation, or by heating. They may also be 
manufactured in the form of steri e solid 
compositions, which can be dissolved in 
sterile water or some other stenle injectable 
medium immediately before use. 

The percentage of active ingredient m the 
compositions of the invention may be varied, 
it being necessary that it should constitute a 
proportion such that a suitable dosage shall 
be obtained. Obviously several unit dosage 
forms may be administered at about the same 

^"suitable pharmaceutical compositions 
according to the present invention are 
iUustrated in the foUovwng Examples. 
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Example XII 
250 mg. Tablets are formed with the com- 
position : — 



(3-indolyl)(2-piperidyl)methoxy- 

methane 
starch 

colloidal silica (desiccated) 
magnesium stearate 



250 mg. 
232 mg. 
100 mg. 
18 mg. 



100 



105 



These tablets can be used at a dose of 1 or 2 
a day. 

Example XIII 
250 mg. Enteric-coated tablets are formed 
with the composition: — 



(3-indolyl)(2-pipcridyl)methoxy- 

methane 
starch 

coUoidal silica (desiccated) 
magnesium stearate 



250 mg. 
147 mg. 

68 mg. 

17 mg. 



110 



115 



The tablets obtained are covered with sugar 
and then coated with a layer of a mixture ot 
cellulose acetate phthalate and pelmitic acid. 

WHAT WE CLAIM IS:-- 
1. Indole derivatives of the general tor- 
mula: 
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(wherein R represents an alkyl group con- 
tammg 1 to 5 carbon atoms) and the^ acid 
addition salts, in the form of pure diasiereo- 
isomers or mixtures of diastereoisomers. 
th^'- J I "gper melting diastereoisomers of 
the mdok denyatives claimed in claim 1 and 
their acid addition salts. 

•^■•jT?* diastereoisomer of (3-indoIvIY2- 
piendy)meihoxymethane which meUs at 
about 157° C. and its acid addition salts 

fnH^i^^ " preparation of an 

indole derivauve as claimed in claim 1 or 2 

fomSir"^'"" etherifying the compound of 



CX7 



-CH 



OH 



-O 



H 

H.^" ROH, where R is 

as defined m claim 1. 

th^'.u ^r^^^?^ according to claim 4 wherein 
the ethenfication is carried out with a solu 
tion of hydrogen chloride in an alcohol 

S^l) ^""^^^^ ^ ^^^"^^^ 

« J:^^ process for the preparation of a com- 

™^ ^^^"^ ^ ^^^^^ comprises 

reactmg the compound of formula- 



of 
in 



with an alcohol of formula ROH (where R is 
as defined in claim 1) in the presence of 
hydrogen chloride at about 50° C 

7. A process for the preparation of an 
mdole derivative as claimed in claim 1 or 2 
which comprises reducing a compound of the 
formula: 



3C 




J 



-CH 
I 

OH 



-O 



represents a >CO, >CHOH, or 
>L,HOR group, where R is as defined in 
claim 1) with hydrogen in the presence of 
Adams platinum and in an alcoholic or 
aqueous alcoholic medium where die alcohol is 
of formula ROH, R being as defined in claim 

8. Process for the preparation of an indole 
derivative as claimed in any of claims 1 to 3 
substantiaUy as described in any one of 
Examples I to XI. 

9. Indole derivatives as claimed in claim 1 
when prepared by a process claimed in any 
one of claims 4 to 8. 

10. A pharmaceutical composition com- 
pnsmg at least one indole derivative as 
dauned m any of claims 1 to 3 and 9 in 
assooaucn with a significant amount of a 
pnannaceutical carrier. 

1 Pharmaceutical composition as 

claimed m claun 10 substantially as described 
m^either of the foregoing Examples XII and 

J. A. KEMP & CO., 
Chartered Patent Agents, 
9 Staple Inn, London, W.C.1. 
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